In This Issue  by unknown
Chemistry & Biology
In This IssueOrganic Fluorophores Open a Window to the
Nanoworld
PAGE 8
Superresolution fluorescence imaging based on single-molecule localiza-
tion can pave theway towards amore quantitative understanding of biolog-
ical processes in cells. van de Linde et al. review recent achievements in the
field, discuss challenges, and elaborate on ways to exploit the full potential
of the method.HTS by NMR of Combinatorial Libraries
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Targeting protein-protein interactions requires modular compounds, with
individual chemical fragments that occupy subpockets at the binding
surface. In this article, Wu et al. introduce a screening strategy to identify
the most suitable combination of fragments based on the use of NMR
and combinatorial chemistry.From Free Cytosine to Gougerotin
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Gougerotin, a peptidyl nucleoside antibiotic, is a specific inhibitor of protein synthesis and displays broad biological
activities. Niu et al. show that gougerotin biosynthetic gene cluster contains 15 genes required for the biosynthesis
and that the process starts from free cytosine and UDP-glucuronic acid.Fostriecin via a Malonylated Polyketide
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Fostriecin is a unique phosphate monoester antibiotic and selective inhibitor of protein phosphatase 2A (PP2A) and
PP4A. Kong et al. investigate biosynthetic mechanism of fostriecin and find that malonylated polyketide formation
occurs en route to formation of the unsaturated 6-membered lactone in fostriecin.No More Messing up Chromosomes, BLM!
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BLM helicase deficiency leads to a failure to maintain chromosome
stability, resulting in increase of cancer incident in individuals with a hered-
itary disorder called Bloom’s syndrome. Nguyen et al. develop chemical
inhibitors of the BLM and show that the selected compound ML216 selec-
tively disables BLM function.Designing Model Flippases
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Distribution of phospholipids during membrane biogenesis requires lipid
flipping, but the identity of a flippase is still unknown. Langer et al. show
that designed transmembrane (TM) peptides facilitate lipid flip, TMdomains
of SNAREs share their features, and isolated SNAREs have flippase
activity.Chemistry & Biology 20, January 24, 2013 ª2013 Elsevier Ltd All rights reserved v
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Marine animals, especially soft-bodied invertebrates that lack physical defenses, are rich sources of bioactive
secondary metabolites. Lin et al. show that physically defended animals, the cone snails, are also sources of these
compounds due to symbiotic actinomycete-producing neuroactive polyketides.vi Chemistry & Biology 20, January 24, 2013 ª20HIV-1 Nef Antagonists HTS Yields Antagonists
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HIV-1 Nef is a critical AIDS progression factor and an attractive drug target.
Emert-Sedlak et al. develop a screen for Nef inhibitors in which Nef is
coupled to the activation of Hck and use it to identify a unique compound
that binds Nef, disrupts its dimerization, and inhibits Nef-dependent
HIV-1 replication.Engineering DhbE Adenylation Domain
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Adenylation domains (ADs) are gate keepers that control substrate flow into
the nonribosomal peptides’ enzymatic assembly line. Zhang et al. use yeast
cell surface display to engineer ADs so that the gates of the assembly line
are open to nonnative substrates for the biosynthesis of diversified natural
products.Biofilm and Amyloids: Hitting Two Birds with One Stone
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Amyloid proteins represent key components of the biofilm matrix of several microorganisms and may be useful as
targets in screens for molecules with antibiofilm and antiamyloid activity. Romero et al. show thatB. subtilis biofilm inhi-
bition can provide a robust assay to identify such compounds.Class III Lantibiotics Now Available
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Labyrinthopeptins are class III lantibiotics produced by an actinomycete. Krawczyk et al. examine substrate tolerance
of the biosynthetic machinery and engineering potential of labyrinthopeptins using a heterologous expression system,
ushering in an area of genetic engineering for class III lantibiotics production.System-wide View of Adenosine Nucleotide
Binding
PAGE 123
Mycobacterium tuberculosis, the causative agent of tuberculosis, is the
main cause of bacterial infection death, yet we lack information on even
the most basic functions of >25% of Mtb proteins. Ansong et al. use
a chemical proteomic platform to probe, annotate, and validate ATP-
binding proteins in Mtb.13 Elsevier Ltd All rights reserved
